REMARKS 

Claims 



Claims 10-13 are currently under examination with claims 1-9 and 14-17 wididrawn from 
consideration due to restriction/election. Claims 18-20 are added by diis paper. 



Claim amendments 

The claims have been amended according to conventional US practice. For example, use 
claim 1 3 has been amended to recite US process claim. 

New claim 1 8 is supported by the disclosure contained in, for example, die ABSTRACT and 
page 1, lines 13-19 of the originally-filed specification. Support for new claim 19 can be found in 
original claim 9 and page 9, lines 5-7 of the originally-filed specification (i.e. , an embodiment of die 
present invention relating to process for the preparation of such polypeptides by cultivation of a 
host organism and isolation of the corresponding polypeptide firom die culture). 

Claim 20 is supported by the disclosure contained in, for example, paragraph [0075] of the 

published application. 

AppHcants respectfiiUy submit diat die amendments presented herein do not raise new 
matter. Entry thereof is earnesdy solicited. 

Claim objections 

The Examiner is dianked for her carefiil readmg of die claims. The objection of claims 10 
and 1 1 is moot in view of the amendment of the claims. 



The forgoing amendments render die rejection of claims 10-13 under diis section moot. 
Wididrawal of the rejection is respectfully requested. 



Priority 

A certified copy of die German priority document No. DE 103 59 351.9 (filed: December 
16, 2003) was ftirnished widi die original appUcation papers and received by die USPTO on June 
1 5, 2006. A certified EngUsh translation of die priority document is enclosed herewidi. 

R^jprfions under U.S.C . §112. ^1 

Claims 10-12 are rejected due to allegedly lacking sufficient written description of die 
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polypeptide species. AdditionaUy, claims 10-12 are rejected under this section as allegedly lacking 
enablement with respect to the use of the polypeptides of the present mvention as pharmaceutical 
positions. These rejections are both respectftiUy traversed. 



com 



Written description rejection 

AppHcant has reviewed the PTO's new Written Description Guidetines and maintains diat die 
present claims are accordance widi Example 1 0 beginning on Page 33 of the TrainingMaterials (Rev. 
1. March 25, 2008). See also. Example 6 at page 21 of die Gmdelmes. While appUcants may not 
agree with the agency's interpretation of die elements necessary to meet die statutory requirements 
of 35 U.S.C. § 1 12, tl, nonedieless, the pending claims have been amended to substantially conform 
to these. 

The PTO's example provides a claim to a protein isolated firom mouse Uver diat catalyzes die 
reaction A->B. The isolated protein was sequenced and its sequence was set forth in die 
specification as SEQ ID NO: 3. 

Claim 1 . An isolated protein comprising die amino acid sequence shown in SEQ ID NO: 3. 

Claim 2. An isolated variant of a protein comprising die amino acid sequence shown in SEQ 

ID NO: 3, wherein the variant comprises an amino acid sequence diat is at least 

95% identical to SEQ ID NO: 3. 
The guidelines state that claims 1 and 2 satisfy die requirements set fordi under §112, HI. 
The Examiner's statements, for example, in die second paragraph under item 1 1 at page 9 of die 
present Office Action furdier corroborates widi die written description guidelines. Thus it is 
respectfiiUy submitted diat die foregoing amendments render moot die written description rejection. 
The polypeptides are now claimed in terms of specific sequences. This is not to imply diat die 
original claim scope was problematic under US law. Wididrawal of die rejection is respectfiiUy 
requested. 

Enablement 

In die paragraphs bridging pages 5 and 8, die Office Action aUeges diat die pharmaceutical 
compositions are non-enabled. This contention is respectfiiUy traversed. 

At page 5 of die Office Action, die rejection begins widi a recitation of die so-caUed Wands 
factors. The Examiner asserts diat diese are die factors to consider when determining whedier a 
disclosure satisfies die enablement requirement under 35 U.S.C. §1 12, HI . However, diis is not an 
accurate description of die analysis of die Wands factors. 

The Wands factors are to be used for determining whedier undue experimentation is 
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required for enablement. As expressly stated by the court m In Wands, 8 USPQ2d 1400. 1404 
(Fed. Cir. 1988), "Factors to be considered in determining whether a disclosure would require undue 
experimentation have been summarized in Ex parte Forwan. They include (1) the quantity of 
experimentation necessary, (2) the amount of direction or guidance presented, However, 
before the issue of undue experimentation arises, the rejection first must present reasons to doubt 
the veracity of the enablement statements presented in the specification. 

Applicants' specification, coupled with a skiUed worker's knowledge, provides more dian 
adequate guidance on how to make the claimed polypeptide molecules and use pharmaceutical 
compositions and medicaments comprising such polypeptides for immunotherapy, llie specification 
provides both general and specific guidance regarding the specific epitopes in aUergens and how 
such could be manipulated for reliable hyposensitisation. See, for example, the disclosure contained 
in die paragraphs bridging pages 6 and 7 of die instant specification and die reference article by 
Schramm et al., 1999, J. Immunol. 162: 2406-2414. Widi respect to DNA vaccines, die specification 
expHcidy teaches tiiat "experimental evidence of allergen-specific influencmg of die immune 
response has been hirmshed in rodents by injection of allergen-encoding DNA (Hsu et al., 1996, 
Nature Medicine 2 (5): 540-544)." As such, die PTO's contentions regarding non-enablement of die 
claimed pharmaceutical compositions are without merit. 

Furdiermore, die specification of die present appUcation discloses specific immunodierapy 
or desensitization as therapeutic field for especiaUy recombinant allergen proteins widi higher purity 
and dierefore reduced side effects tiian allergen proteins isolated fcom natural sources which are 
always mbctures of compounds. In any event, existence of side effects, if any, is not relevant to die 
PTO considerations. See, In n Anthony, 414 F.2d 1383, 162 USPQ 594 (CCPA 1969). To diis end. 
die specification discloses strategies to minimize die risks of side effects widi die development of T- 
ceU reactive fragments witii reduced or no IgE-reactivity leading to hypoaUergenic peptides (see. see, 
die paragraph bridging pages 7 and 8 of die onginaUy-filed specification). The screening for T-ceU 
and IgE epitopes were common knowledge at die priority date of die present appUcation. Thus, a 
person skilled in die art would have been able to identify T-cell and IgE epitopes and produce 
hypoaUergenic peptides. Neverdieless. also die classic approaches of specific immunodierapy and 
desensitization were appUcable as a skiUed person would have known die pharmaceutical effects and 
also die side effects and risks of an aUergen protein administered to a patient and would have 
foUowed clinical recommendation protocols for specific immunodierapy and desensitization. 

In relation to an enabling disclosure on die utilization of grass pollen allergen polypeptides in 
treamient of subjects, die specification provides a detailed disclosure for die design, syndiesis and 
use of recombinant allergen extracts widi reduced IgE reactivity. See, for example, die first 
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paragraph on page 6 of the originaUy-filed specification. To this end, the Examiner is also 
courteously invited to review die disclosure contained in die enclosed Focke et al. {FASEB Journal, 
vol. 15, 2042-44, 200,1). As evidenced by the disclosure in the "Immunization" section of 
Focke et al. and the immunoglobuUn reactivity data provided in Figs. 5 and 6 and Tables 3-5 
of the article, it is respectfully submitted that as of the fihng date of the present application, 
the instantly claimed grass pollen allergens could be routinely manipulated and utiUzed as 
pharmaceutical preparations in a manner recited in the claims. 

Thus, it is respectfuUy submitted diat die specification provides an enabling disclosure on die 
claimed allergenic properties of the recombinant, grass pollen aUergen polypeptides of the instant 
invention. Therefore, die specification's express teachmg tiiat die claimed compounds are 
pharmaceutically usefUl is clearly credible as required. The PTO's contentions regarding non- 
enablement are especially weak in view of die detailed disclosure contained in AppUcants' own 
specification and die state of die art before die earUest filing date of die instant appUcation. 
Withdrawal of the rejection is respectfully requested. 

To support die contention of non-enablement, die Office Action cites Tarzi (Expert Opinion 
in Biol. Ther, 2003) to allege diat "whole aUergen immunodierapy is unpredictable." See die 
paragraph bridging pages 7 and 8 of die present Office Action. However, even Tarzi discloses die 
dierapy of allergic diseases widi specific immunodierapy or desensitization in general bemg effective 
and successfiilly appUed for many years. See, die last paragraph at page 617 of die cited reference. 
As such, die PTO's contentions of non-enablement, based on die disclosure contained in Tarzi et 
al., are without merit. 

The Office Action at page 9 alleges diat it would "take undue trials and errors to practice die 
claimed invention." These allegations, however, do not present any evidence to doubt die objective 
enablement of Appellants' disclosure. As clearly and succmcdy stated by die court in In reMar^occhi, 

169 USPQ 367, 369 (CCPA 1971): 

As a matter of Patent Office practice, then a specification disclosure which contains a 
teaching of the manner and process of making and using die invention in terms which 
correspond in scope to those used in describing and defining die subject matter sought to be 
patented must be taken in compUance with die enabUng requirement of the first paragraph 
of §112, unless diere is reason to doubt die objective tmdi of statements contained dierein 
relied on for enabling support, (emphasis in original) 

Furdiermore, as stated in Mar:(pcchi, at 370, die PTO must have adequate support (evidence 
or reasoning) for its challenge to die credibility of Appellants' statements of enablement. Thus, in die 
absence of evidence which demonstrates odierwise, die claims must be taken to satisfy die 
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requirements of 35 U.S.C. § 112, ^1. 

Working examples are not required to establish enablement. As stated by the court 

Mar^occhi, at page 369: 

The first paragraph of §112 requires nothing more than objective enablement. How such a 
teaching is set forth, either by the use of illustrative examples or by broad termmology, is of 
no importance. 

The assertion of undue experimentation in the rejection is merely conclusory. Further, as 
discussed above, the specification provides more than sufficient guidance to make and use die 
claimed medicaments and/or pharmaceutical compositions using no more dian routme 
experimentation. FinaUy, a high level of skill does not estabUsh tiiat one skiUed in the art would have 
reasons to doubt die veracity of the statements in Appellants' specification with respect to the use of 
die claimed composition in the diagnosis, treatment, and/or prevention of the claimed conditions. 



The Office Action at page 4 aUeges that "diere is no evidence provided by die instant 
specification diat the instant compounds have been used to treat [indications] in mvo." It is furdier 
aUeged tiiat "diere is no data within die instant specification to show tiiat tiiese compounds have 
been successfiiUy used to treat any of these conditions or diat die compounds are weU-tolerated." 

These contentions are without legal basis. 

At die outset, AppUcants courteously submit diat die Office Action fails to present any 
evidence which suggests die mediods claimed herem are not enabled. In die absence of such 
evidence, die rejection is deficient under controlling case law. 

The burden is upon die Patent and Trademark Office to provide evidence shedding doubt 
diat die invention can not be made and used as stated; see for example. In re Mar^occhi, 439, F. 2d 
220, 169 USPQ 367 (CCPA 1971). Moreover, decades of scientific studies, bodi at die basic and 
climcal levels, have established diat in vitro studies "reasonably correlate" widi dieir in vivo 
counterparts. There is no basis for die general aUegation diat "clinical correlations are generally 
lacking" for in vitro assays and/or ceU-culture based assays. 

Furdiermore, die patent law is in accord widi die reahries of pharmaceutical arts. 

In Cross v. li^ka, 224 USPQ 739 (Fed. Cir. 1985), discussed supra die court affirming die 
decision on reUance on in vitro data, and die decision stated diat 

in vitro results widi respect to die particular pharmacological activity are 
generally preHirrive of mm test results , i.e., diere is a reasonable 
correlation dierebetween. Were diis not so. die testing procedures of die 
pharmaceutical industry would not be as diey are. (Emphasis added) 
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The court in Cross decision also noted the following 

Knowledge of the pharmacological activities of compoxmds is beneficial to 
the medical profession, and requiring lizuka to have disclosed in vivo 
dosages in the Japanese priority application would delay and frustrate 
researchers by failing to provide an incentive for early public disclosure of 
such compounds, thereby failing to furdier the public interest. 

Successful in vitro testing will marshal resources and direct the expenditure 
of effort to further in vivo testing of the most potent compounds, thereby 
providing an immediate benefit to die public, analogous to the benefit 
provided by the showing of an in vivo utility . (Emphasis added) 

The Federal Circuit in Fujzkau^a v, Watanasin, 39 USPQ.2d 1895 (1996), stated tiiat 

all that is required is the test to be reasonably indicative of die desired 
pharmacological response. . . . There must be a sufficient correlation 
between the tests and the asserted pharmacological activity so as to 
convince those skilled in the art, to a reasonable probability, diat the novel 
compound will exhibit the asserted pharmacological behavior. 

Also, die court in Brana 51 FJd 1560, 34 USPQ2d 1436 (Fed. Cir. 1995) stated diat 

it is our fixm conviction that one who has taught the public that a 
compound exhibits some desicable pharmaceutical property in a standard 
experimental animal has made a significant and usefiil contribution to die 
art, even though it may eventually appear diat die compound is widiout 
value in the treatment of humans. 

AppUcants also point to In n Bundj, 642 F.2d 430, 209 USPQ 48, (CCPA 1981). where the 
disclosure estabUshed the basic pharmacology for the compounds, but where no examples were 
provided. The Bu»dj specification stated that the compounds of the invention possessed activity 
similar to E-type prostaglandins. Nevertheless it was found that sufficient guidance as to use were 
given in the disclosure. The court held that "what is necessary to satisfy the how-to-use requirement 
of §1 12 is the disclosure of some activity coupled widi knowledge as to the use of this activity." 

Thus, neither the reaUty of die pharmaceutical arts or industry or the state of the law in this 
area provide basis for the broad aUegarions on pages 6 and 7 of die Office Action. Thus, die 
rejection is without merit and should be withdrawn. 

Based on the aforementioned remarks and arguments, fiirther in view of die amendments 
presented herein, it is respectfully submitted diat AppUcants' specification provides an enabling 
disclosure of what is claimed by die present invention. Wididrawal of die rejection under 35 U.S.C. 
§112, 1|1, is respectfully requested. 
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Re jertinns u ndet ^102 (si\/^105(a\ 

Claims 10-12 are rejected under §102(a) as allegedly anticipated by EMBL Accession Nos. 
AJ862830 (accessioned: November 19, 2004); AJ862831 (accessioned: November 19, 2004); 
AJ862832 (accessioned: November 19, 2004); AJ862833 (accessioned: November 19, 2004) or 
AJ862834 (accessioned: November 19, 2004). The instant appUcation claims priority to DE 103 59 
351.9 (filed: December 16, 2003). The disclosure in die priority application supports die mstant 
claims. See, die disclosure in page 4 and the Examples section of die enclosed translation of die 
priority document, along widi die sequence listing appended diereto. As such, die rejections should 
be withdrawn. 

In view of die foregoing arguments, it is submitted diat die obviousness rejection of claims 
10 and 12-13 over one or more of die aforementioned EMBL accession Nos. in view of die 
disclosure in US patent appUcation pubUcation 2006/0177470 cannot stand. Wididrawal of die 
rejection is respectfully requested. 

Re jection under <^102re^ 

Claims 10-13 are rejected under 102(e) as allegedly anticipated by WO 04/000881 
(published in German: pubUshed: December 31 , 2003), as evidenced by die disclosure in die present 
specification at page 3, lines 35-36. The earHest effect date of dus reference is die §1 02(a) date, 
which IS die publication date of die WO 04/000881 (i.e., December 31, 2003). It is submitted diat 
diis date is after die priority date of die instant appUcation, and as such, die rejection cannot stand. 
See, supra regarding the disclosure in the priority document. 

Rejection under §102(b) 

Claims 10-12 are rejected under 102(b) as allegedly anticipated by Gavrovic Q4J/ef^, 1998), 
as evidenced by die disclosure in die present specification at page 4, lines 1-22. The Office Action 
aUeges diat die specification at page 4 teaches diat Sec c4 is die aUergen isolated from Secak cmak 
having die amino acid sequence of SEQ ID NO: 2 or SEQ ID NO: 4. The Office Action furdier 
reasons diat die reference teaches die same isolated aUergen firom die same source, so die resulting 
aUergen must necessarily have die sequence of SEQ ID NO: 2 or SEQ ID NO: 4. This Une of 
nebulous reasoning is respectfuUy traversed. 

The rejection is based on die references' disclosure of allergens ^Lovr^ Secak cereale. The Office 
Action has not estabUshed diat such polypeptides are stmcturally and/or fiinctionally identical to die 
polypeptide(s) comprising die sequences set fordi in SEQ ID NOs. 2, 4, 6, 8, or 10, as claimed 
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herein. More specificaUy, the totaUty of the disclosure in Gavrovic says nothing about the identity of 
die polypeptides of the present invention which are currendy claimed. Absent such, die reference 

cannot anticipate what is claimed herein. 

Moreover, aUergen proteins obtained form natural sources are always mixtures of several 
compounds and allergens isolated dierefcom do not normaUy contain pure protein. This is die 
advantage of recombinandy prepared proteins and die subject matter of die present invention. Thus, 
die polypeptides claimed herein are not inherent in die reference, as die references do not disclose 
die recited sequences. See, die subject matter of die new claims. As such, die PTO's contentions are 



without merit. 



In view of the above remarks, favorable reconsideration is courteously requested. If diere 
are any remaining issues which could be expedited by a telephone conference, die Examiner is 
courteously invited to telephone counsel at die number indicated below. 
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The Commissioner is hereby authorized to charge any fees associated with diis response 
Deposit Account No. 13-3402. 

Respectfully submitted, 
/Anthony J. Zelano/ 

Anthony J. Zelano, Reg. No. 27,969 
Attorney for Applicant(s) 

/Sagun KC/ 
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